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1. 



Receipt is acknowledged of the preliminary amendment, priority papers 



and a prior art information disclosure statement filed March 23, 2005. 



2. 



Claims 1-10 are present in this application, which is a 371 of 



PCT/EP03/10494, which claims priority to EP 02021597.6 filed September 27, 2003. 



under 35 U.S.C. 112, first paragraph, as failing to comply with the enablement 

requirement with respect to the specific microorganism which has been deposited in 

more than one depository as noted by the following statement from U.S. Patent 

6,242,233 which states that the strain has been deposited and is available from more 

than one depository: 

A preferred strain is Gluconobacter oxydans. The strain most preferably used in the present 
invention is Gluconobacter oxydans DSM 4025, which was deposited at the Deutsche Sammlung 
von Mikroorganism en in Gottingen (Germany), based on the stipulations of the Budapest Treaty, 
under DSM No. 4025 on Mar. 17, 1987. The depositor was The Oriental Scientific Instruments 
Import and Export Corporation for Institute of Microbiology, Academia Sinica, 52 San-Li-He Rd., 
Beijing, Peoples Republic of China. The effective depositor was said Institute, of which the full 
address is The Institute of Microbiology, Academy of Sciences of China, Haidian, Zhongguancun, 
Beijing 1 00080, People's Republic of China. 

Moreover, a subculture of the strain has also been deposited at the National Institute of 
Bioscience and Human-Technology, Agency of Industrial Science and Technology, Japan, also 
based on the stipulations of the Budapest Treaty, under the deposit No. Gluconobacter oxydans 
DSM No. 4025 (FERM BP-3812) on Mar. 30, 1992. The depositor was the Nippon Roche 
Research Center, 200 Kajiwara Aza Sotokochi, Kamakura-shi, Kanagawa-ken 247, Japan. This 
subculture is also most preferably used in the present invention. 



4. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 



3. 



It is noted that claims 3 and 7 are enabling and have not been rejected 
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Claims 1-10 are rejected under 35 U.S.C. 112, first paragraph, because 
the specification, while being enabling for the specific examples, does not reasonably 
provide enablement for the claims based on the prior art U.S. Publication 20010026933 
published October 04, 2001 which Application is a division-of US application 
09/203628, filed December 1, 1998, US Patent No. 6242233. The specification does 
not enable any person skilled in the art to which it pertains, or with which it is most 
nearly connected, to make and practice the invention commensurate in scope with 
these claims since the reference as noted by the following cultures the same 
microorganism in the presence of substrate(s) within the scope of the claimed subject 
matter with the same pH, time and temperature but does not produce and recover 
Vitamin C: 

Detail Description Paragraph : 

[0081] Gluconobacter oxydans DSM 4025 (FERM BP-3812) 
was grown on an agar plate containing 5.0% D-mannitol, 
0.25% MgSO.sub.4.cndot.7H.sub.20, 1.75% corn steep 
liquor, 5.0% baker's yeast, 0.5% urea, 0.5% CaCO.sub.3 
and 2.0% agar at 27.degree. C. for 4 days. One loopful of 
the cells was inoculated into 50 ml of a seed culture medium 
containing 2% L-sorbose, 0.2% yeast extract, 0.05% 
glycerol, 0.25% MgSO.sub.4.cndot.7H.sub.20, 1.75% corn 
steep liquor, 0.5% urea and 1.5% CaCO.sub.3 in a 500 ml 
Erlenmeyer flask, and cultivated at 30. degree. C. with 180 
rpm for one day on a rotary shaker. 10 ml samples of this 
culture were transferred into 500 ml Erlenmeyer flasks 
containing 100 ml of the same seed culture medium and 
cultivated in the same manner as described above. The 
seed culture thus prepared was used for inoculating 15 liters 
of medium, which contained 8.0% L-sorbose, 0.05% 
glycerol, 0.25% MgSO.sub.4.cndot.7H.sub.2- O, 3.0% corn 
steep liquor, 0.4% yeast extract and 0.15% antifoam, in 30 I 
jar fermentor. The fermentation parameters were 800 rpm for 
the agitation speed and 0.5 vvm (volume of air/volume of 
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medium/minute) for aeration at a temperature of 30. degree. 
C. The pH was maintained at 7.0 with sodium hydroxide 
during the fermentation. After 48 hours of cultivation, 30 
liters of the cultivated broth containing the cells of 
Gluconobacter oxydans DSM No. 4025 (FERM BP-3812) by 
using the two sets of fermentors were harvested by 
continuous centrifugation. The pellets containing the cells 
were recovered and suspended in an appropriate volume of 
saline. After the suspension had been centrifuged at 2,500 
rpm ( 1,000.times.g), the supernatant containing the slightly 
reddish cells was recovered to remove the insoluble 
materials derived from corn steep liquor and yeast extract 
which were ingredients in the medium. The supernatant was 
then centrifuged at 8,000 rpm (10,000.times.g) to obtain the 
cell pellet. As a result, 123 g of the wet weight of cells of 
Gluconobacter oxydans DSM No. 4025 (FERM BP-3812) 
were obtained from 30 liters of broth. 

Detail Description Paragraph : 

[0083] The cell paste (55 g) was suspended with 100 ml of 
the buffer and passed through a French pressure cell press. 
After centrifugation to remove intact cells, the supernatant 
was designated as the cell-free extract, and the cell-free 
extract was centrifuged at 100,000.times.g for 90 minutes. 
The resultant supernatant (165 ml) was designated as the 
soluble fraction of Gluconobacter oxydans DSM No. 4025 
(FERM BP-3812). After this fraction had been dialyzed 
against the buffer, 126 ml of the dialyzed fraction having the 
specific activity on L -sorbosone of 2.26 units/mg protein 
were used for the next purification step. 

Detail Description Paragraph : 

[0098] The reaction mixture containing the purified enzyme 
(1.56 mg), L -sorbosone (0.142 mg), PMS (0.008 mg) and 
PQQ (0.3 mg) in 40 ml of the buffer was incubated for 1 .5 
hours at 30.degree. C. The reaction product was analyzed 
on thin layer chromatography and HPLC. As a result, the 
reaction product was identified as 2-KGA in comparison with 
an authentic sample of 2-KGA. 



Applicant is required to insert the conditions which produces the Vitamin C 
directly from the reaction mixture. 
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4. No claim is allowed. 

5. The specification has not been checked to the extent necessary to 
determine the presence of all possible minor errors. Applicant's cooperation is 
requested in correcting any errors of which applicant may become aware in the 
specification. 

6. Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to Examiner Lilling whose telephone number is 571- 
272-0918 and Fax Number is 571-273-8300. or SPE Jon Weber whose telephone 
number is 571-272-0925. Examiner can be reached Monday-Friday from about 7:30 
A.M. to about 7:00 P.M. Any inquiry of a general nature or relating to the status of this 
application should be directed to the Group receptionist whose telephone number is 
(703) 308-0196. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov. Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a USPTO 
Customer Service Representative or access to the automated information system, call 
800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



H.J. Lilling: HJL 
(571)272-0918 
Art Unit 1657 
May 31, 2007 



Dr. Herbert J. Lilling 
Primary Examiner 
Group 1600 Art Unit 1657 



